Introduction
Asthma has defied accurate description by many experts (Ciba Foundation Symposium, 1971 ) and many deny the existence of the intrinsic form, considering it to be a mixture of extrinsic disease responding to an as yet unidentified antigen and bronchitis with an element of spasm. Turner-Warwick and Haslam (1970) , however, were able to show certain immunological differences between the intrinsic and extrinsic forms of asthma, having defined these two groups of patients in terms of their skin responses on prick testing to a standard range of common antigens and the presence or absence of supporting clinical history.
The extreme resistance of some cases of intrinsic asthma to treatment, includinghigh doses ofsteroid, ledus to attempt control of the process with immunosuppressive drugs and to monitor the efficacy of treatment with the sensitive macrophage electrophoretic mobility test . The immunological changes seen in these tests led to a comparative study of intrinsic and extrinsic asthma and form the basis of the present report.
Patients and Methods
A total of 28 patients were studied of whom 16 were thought to have intrinsic asthma. All of these 16 Patients' lymphocytes were prepared from defibrinated blood as described by Hughes and Caspary (1970) by using methylcellulose and iron carbonyl. Guinea-pig macrophages were obtained after the injection of liquid paraffin and washing out the peritoneum after five to seven days with heparinized Hanks's solution. The washed peritoneal cells were irradiated with 100 r of y radiation to inactivate (at least temporarily) the 10% of guinea-pig lymphocytes present in the exudate and prevent their participation in a mixed cell reaction.
The antigens used in the present study were encephalitogenic factor (Caspary and Field, 1965 ) (a histone-like basic protein made from human brain), a saline extract of human erector spinae muscle obtained at operation, egg albumen, BSA, Kveim reagent, and purified protein derivative.
Macrophage Electrophoretic Mobility Test.-In principle this method depends on the liberation of some factor(s) when sensitized lymphocytes react with specific antigen, this factor in turn reduces the electrophoretic mobility of normal macrophages in suspension and thus act as an indicator system for lymphocyteantigen interaction Caspary, 1971 Caspary, , 1972 ). The procedure, described in detail by Caspary and Field (1971) , was carried out as follows: 107 normal guinea-pig peritoneal macrophages in 1-0 ml of medium 199 were added to 0-5 x 106 of the human lymphocytes to be tested in 0-5 ml of medium 199. A further 1-5 ml of the same medium brought the total volume to 3 0 ml-a convenient one for the cytopherometer used. Migration time of the macrophages in this mixturethat is, without addition of antigen-was measured as "control" time. Antigen to be tested was added to the control mixture (33 ,tg/1 0 ml) and the migration time of macrophages was estimated. This was done in a Zeiss cytopherometer under phase contrast so that macrophages could readily be distinguished by their size and content of liquid paraffin droplets. All specimens were scrambled and measured blind to eliminate observer bias. The time increase for migration over a fixed distance in the cytopherometer cell was expressed as a percentage of the "control time"-that is, when no antigen was present.
Results
The results of immunological studies on Clinical evidence in intrinsic asthma also suggests a defect of general immunity. In two patients the onset of asthma coincided with the onset of rheumatoid disease, and a further two patients developed severe polyarthritis, in one accompanied by erythema nodosum, after a change in therapy from oral steroid to topical beclomethasone. The changes after alteration in therapy could, alternatively, have resulted from the withdrawal of systemic steroid as described by others.
